esp@cenet document view 



BEST AVAILABLE COPY 

Side 1 af 1 



MEDICINAL COMPOSITIONS CONTAINING GHRELIN 



Patent number: WO03097083 
Pubncation date: 2003-11-27 

inventor; MATSUMOTO MASARU (JP); MINAMITAKE 

YOSHIHARU (JP) 

Applicant: DAIICHI SUNTORY PHARMA CO LTD (JP); KANGAWA 

KENJI (JP); MATSUMOTO MASARU (JP); 
MINAMITAKE YOSHIHARU (JP) 



Cited documents: 

US550382- 
W095G11€ 
EP019999: 
JP209653C 



-international: A61 K38/25; A61 K9/08; A61K47/02; A61K47/04; 

A61K47/12; A61K47/18; A61P5/10; A61P43/00 
- european: A61 K47/1 8, A61 K38/25, A61 K38/27, A61 K47/02, 

A61K47/12 

Application number: WO2003JP06349 20030521 
Priority number(s): JP2Ci020146155 20020521 



Abstract of WO03097083 

It is intended to provide a medicinal composition 
containing a ghrelin, which is an endogenous 
growth hormone secretion promoter (GHS) to a 
growth hormone secretion promoter receptor 
(GHS-R), or a ghrelin derivative in a stable state. 
A medicinal composition containing ghrelin(s) 
which comprises an aqueous solutidn 
characterized in that the aqueous solution having 
ghrelin(s) dissolved therein has a pH value of 
from 2 to 7, wherein the aqueous solution having 
a pH value of from 2 to 7 is a buffer solution, in 
particular, a glycine hydrochloride buffer solution, 
acetate buffer solution, citrate buffer solution, 
lactate buffer solution, phosphate buffer solution, 
citrate-phosphate buffer solution, phosphate- 
acetate-borate buffer solution or phthalate buffer 
solution, and the concentration of ghrelin or its 
derivative in the aqueous solution is from 0.03 
nmol/mL to 6 mumoi/mL. 
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(57) Abstract: It is intended to provide 
a medicinal composition containing a 
ghrelin, which is an endogenous growth 
hormone secretion promoter (GHS) to 
a growth hormone secretion promoter 
receptor (GHS-R), or a ghrelin 
derivative in a stable state. A medicinal 
composition containing ghrelin(s) 
which comprises an aqueous solution 
characterized in that the aqueous 
solution having ghrelin(s) dissolved 
therein has a pH value of from 2 
to 7, wherein the aqueous solution 
having a pH value of from 2 to 7 is a 
buffer solution, in particular, a glycine 
hydrochloride buffer solution, acetate 
buffer solution, citrate buffer solution, 
lactiite buffer solution, phosphate buffer 
solution. citrate-phosphate buffer 
solution, phosphate-acetate-borate 
buffer solution or phlhalatc buffer 
solution, and the concentration of 
ghrelin or its derivative in the aqueous 
solution is from 0.03 nmol/mL to 6 
fi mol/mL. 



(57) ^m-. m^n-^ji'^B 

=f-l^izZf^— (GHS-R) 
^ (GHS) T?&-5^fU'J>*fc 

s EaiiftafiE«s $ ffi«-r 4 1 © -c * 
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mmm 

:^mmit. fig;fi:^^;^'t>i^?i^^ii^^^"fe^^5^- (ghs-r) izn-r^nm 
^^&t^jv^>mmmm^ (ghs) T?^5^i/u>*fc«y^u>M##* 

-^m^zmt^. 

(GHS-R) {c:^-r-g>I^Hffififefi*>'l'*>^?^^^i^®^ (GHS) T 
19 9 9mz^v hd^6>M{'#^i»M$nfc^S^tt^7°5^b'T$.^ 
(Koiima Nature, 402 ^. 656-660H, 1999 ¥)o ^O^, ^yVT^J^Mm^ 
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t h (Human) 


: GSS (n-oc t anoy 1) FLSPEHQRVQQRiffiSKKPPAKLQPR 




: GSS (n-oc t anoy 1) FLSPEHQRVQRKESKKPPAKLQPR 


h(Rat) 


: GSS (n-oc t anoy DFLSPEHQKAQQRKESKKPPAKLQPR 




: GSS (n-oc t anoy DFLSPEHQKAQRKESKKPPAKLQPR 


-^^7. (Mouse) 


: GSS (n-oc t anoy DFLSPEHQKAQQRKESKKPPAKLQPR 


(Porcine) 


: GSS (n-oc t anoy 1 ) FLSPEHQKVQQRKESKKPAAKLKPR 


(Bovine) 


: GSS(n-octanoyl)FLSPEHQKLQRKEAKKPSGRLKPR 


\iyp(Oyine) 


: GSS (n-oc t anoy I) FLSPEHQKLQRKEPKKPSGRLKPR 


-f ^ (Canine) 


: GSS (n-oc t anoy 1) FLSPEHQKLQQRKESKKPPAKLQPR 


^:?-^(Eel) 


: GSS (n-oc t anoy 1) FLSPSQRPQGKDKKPPRV-NHj 


->?-7;^ (Trout) 


• GSS (n-octanoyOFLSPSQKPQVRQGKGKPPRV-NH, 




GSS (n-oc tanoy 1) FLSPSQKPQGKGKPPRV-NHj 


-•7 hU (Chicken) 


GSS (n-o c t anoy 1 ) FL SPTYKN I QQQKGTRKPTAR 




GSS (n-octanoyl)FLSPTYKNIQQQKDTRKPTAR 




GSS (n-oc t anoy DFLSPTYKNIQQQKDTRKPTARLH 


'>>';^fx;i/(BuIlfrog) 


GLT (n-oc t anoy 1) FLSPADMQKIAERQSQNKLRHGM 


GLT (n-decanoy 1) FLSPADMQKIAERQSQNKLRHGM 




GLT (n-oc t anoy I ) FLSPADMQKI AERQSQNKLRHGNMN 


x^tfT(Tilapia) 


GSS (n-octanoyl)FLSPSQKPQNKVKSSRI-NHj 


:?-vX (Cat fish) 


GSS(n-octanoyl)FLSPTQKPQNRGDRKPPRV-NHj 




GSS (n-oc t anoy 1 ) FLSPTQKPQNRGDRKPPRVG 


(Equine) : 


GSS (n-butanoyl)FLSPEHHKVQHRKESKKPPAKLKPR 



bTVi^c) 

3'fS©-feU>B» (S) d&^Vi«Xl/:t->M (T) OffiiJM 
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tcnxi,^^ (mm^jkmwo 01/07475 ■^^^)o 

mVXl.^^ (Kojimae,: Nature, 402 656-660 M> 1999 ¥) f)^^ 

ffiHTlc, MttYb. Igii, m-fl^, MTt. yt^MRJt^f3:^\z1siX. ^\:^mtmz 

:^'^mKB<Dmm. ^<Dmm^mi^ mMt^z.}z\%. m.m^u<Dmm^w^. 

S^S, 1 9 9 5^;S:a:)o 
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<£:&$tl§„ ^d^tf, LH-RH^«fr (Strickley tPharm. Res., 7#,, 
530-536 H, 1990 ^), b hi'J^W*^'^^^ (Nobuchi S, : Pharm. Res.. 14 
1685-1690 H, 1997 ^)^^^> (hn>t'>M^J) (Gietz e> : Pharm. 
10 Res., 15#, 1456-1462 K. 1998 ^)- t:hT5U>MS# (Hekmann 5. : Pham. 
Res.. 15 #, 650-659 K. 1998 ^) ^^cM© p Hl;i'fe#l.T, 
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mt^:Lt. ^^n^uv >^rz\t^]y':i >mm^^m»hrc7Kmm^\z^^^x 

(OT, r^^u>mj <i:tB-r) ^J^^L-fcJX^^S® pH;&^2~7 OiSffl^C 
(1) i^HJ >|g;£^^L'/t7J<^^^?^<^P^^^2~7<D^H(C35^C:^^#m<tT 
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(2) pH>e)t3~6'zr^-5±f3 (1) \zfim(Dmm%mmo 

(3) pHmmnmrcimmm^mnvrc^m (i) (2) ictHm<^E^ 



(4) mm. Tj^^'^^ 7jcm^b-^hu^ 

(5) ^ui^>, ^^^^ :7i5^;i.m. u>m. nA^m. ?Lm. 

7^c«^n^±§M^jii.-r^t?±fB (3) tciB^oE^m^^o 

^±iS (3) (5) cr)^Brn5i>^-^l't3^<^^^m^tl,o 

(7) «M;&t^«^-efe^_ti3 (1) ^v.i- (6) (7)^n*^-^CTm©E^ 



C^) 7mm^(D^^V^)ym(^^^*^^ °' O Snmo l/mL-e/^mo 1/ 
mLT^^ilB (1) 75;V^L. (8) OMn5&^-:fltc:|B«(^E^m^®o 

(10) ifv^)>m-hmmmr^^'^-^^ ^^'''-^ wMn^&^-^t^iB® 

(11) ^i.u>^)5?t:h^i/U>-^^^-tg5 <i) 5S:v.b (11) onnt^- 

(12) ®««]»J^^;tr'g>-t«2 (1) ^V.l^ (12) (D^5jn*^-:®I^IB«<7) 
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(13) mmmm\(Dmm^^o. o o i~5%-^$§±ih (12) izmmomm 

(14) ^mmmMf)^^m^'\iMx-^^±B (12) ^rc\t (i 3) ^zmmom 

(1 5) ±13 (1) T^v^L. (14) \zmm<D7i^mm^ni^vxn^n^m^^^ 

(1 6) ^mhi:m^n^n^*^> i^mnmvxn^n^n^-v^^^^ (i 5) 

(17) ifu^j>m^mmi^r^^^^^^^^''^^ Ti^mmovH^ 2-^7 omm^z 

(18) pH^^^^s-eTa&'S-tifB (17) (c|B«©:&^c 

(19) Diimmm^rMmmm^^ixii^rc-i=-^ (i7)^fcj^ (is) icfa« 
(2 0) j^^, ^.^m^ mm. mmm. ^Ji::iym. ymit-rhv 

s^M, nAi>^, :7-^;«. Ti/om, u>m> ^i5'>7.;^*>m, u 

(2 1) ifuvx y^;um, u>m> n/N^m. a 

^^fe«^n£-^±^M«^ji:U-r»-r^:it^>5>;^^±fB (19) ('bB«cd 

(2 2) 7jcJ§^4>0pHiigP^J^>^^»^^«^J®^^*'O- 0 1-10 0 OmMT? 
^§±iB (19) 75;ViL C2 1) cDfBin/&^— :®^C|3®<75:^}*. 
(2 3) 7KM««T^^-ttB (17) (2 2) O^Rim^-^tC|B«fe 
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(2 4) mmmf)^. ifxj^y>mmmm. mmmmm. ^jLymmmm. mmm 

(2 5) 7mm^(D^UV>^(^^^'^'^^ 0- 0 3nmo l/mL~6 umo 1 
/mLT^^±|B (1 7) J^Vib (2 4) ©Mn3&^-«{C|B«<DE^ffi^tI. 

(2 6) ^u^jymMmnM-r'm^^wi (i ?) ^siv^u (25) ©{sm^&^-^f- 

(2 7) ^U-U^^^&^'khi^^l/y >"^^*^-ttB (1> ^'J^'''^ ^1 (D^BTti;?)^- 
-CEiiH-? (GHS) -e^D. ^5ai^co:^j;i/>-'^A-r:t>ISm^Ji#^-^^?S'14, 

\t2 8m(DT^ym^m-r^ ti hS5tE<Di5f^u>'t?^s« 
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25 ^m^m ^m^vxhj::^^o 

^(DtcimzJttmwfsiMf^^m-r^o -r^fs^tD^. m(D^mizjzX)^u^j>m^:^m 
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^n^^^h^. 0^L<u, --mmzmm-^nx\.>^mm^mmx$>^o. osn 

~ 3 m o 1 /m L jg^o^iSB <i: TtiJi ct V^o 
20 LT«^0pH*W^L<fS2--7^2bO, J: D$f ^ b < « 3 ~ 6 "t?^^. TfS: 

^v^)>m^^^r^7^mm^\^x^^i3:i>m^. 2~7©^ht^s^: 
.hw^bfe. :z<o^yL<Dmm\z\t.. mx^s-vum^m^. mmn-^^^^xnt 

i>nmmmt\.x\t. mm. mm. ^-^^^ 
75>, mm. n;\^m. y^J^^^ u>m. 
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PH2~7, J;Dfi=SL<«pH3'-6 (^)|gHi-^®fPM ^mmm-^^m^l 

x>^M«, ?L^M®?^. u>mm«^> i7JL>m-v>mmmm (v^^-i-jv 

m-^it. 0. 0 1 ~i 0 0 OniM(^*SH'^^§ = 

it, 0. 0 1~i 0 0 0mM-e^?>> ^K)0^h<UO. l-lOOmM-r^O, 
20 $e>tS=SL<«i~i 0 OmM-t?^^- 

25 
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53^U^^>'X^l/>il. #U:r^->x^l/>4?U:^=^^'>:/Dtfl/> 
15 #tf-5c:t*^'T#, if^{-7}KU^=^~>x5=-i/>v;i't'i57>jiiite^x7.5^;i/^x y;i' 

>^ X r> ^ I- T :^<b^ >tf X r> A . ;^'fl::^ >ii b X A , 

mxx7^;i/m<i:LxJS, #U;^-:^~>x5^i/>v;i<'b*37>^y (^^i^uv 

20 )V^-h 20, Tween 20), 7}?U :t^i^X9^l^>y;i/b^>^y AVl/^^- h 

Uy;i/^-h 40, Tween 40), U :^4^->x5^l/>y ;i/t*iS7 >^77.7^T 1/- h 
(^Uy;!^^-!- 60, Tween 60), 53? U ^^^i^X^^V^yjVt::^' > b U 7.5"T 1/ 
(7j?Uy;i'^— h 65, Tween 65), tJ? U :^^i/X5^l/>y ;i'HiS^ ^ 
X-h (Ji^Uy;!/^-!- 80, Tween 80), 3j?U:^=¥>'X5^l^>y;Hf iS'^ h ij:^ 
25 l/X-h (Ti^Uy;!/^- h 85, Tween 85) fj: <H/??>'#tf e>nSc y ;Hf ^ ^flg^l? 
:r.7.'r)Vmh\^X\t. y;H::i5'>^y ^"^W— h (Span 20), y;!^^^^^/^ 
;I/St— h (Span 40), y ;Hf ^ T^xT I — h (Span 60), y;i/tf^>^ 
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y^U-h (Span 80), V)V}£^>^'^'^^'^^ ^^P^^ ^^^^ V^l/fcTi?' >ir>^^ 

-Jl^ (Glycofurol 75), v^P^f-^WOO (>J?U X^l^>^U n-;MOO), "^5^ 

Drf-;i. 600 C7}?Ux5-l/>i^U3->'I^ 600), T^Dif-;V4000 (Tj^UX^^l/^ 
yUrF-;P 4000) ;5:^,55^tf^n^- U>J3iM«^bT«, 

tTtt, 7}?U;r^>.X9^l^>:ri/'l'>'l-^-^''^' 7i?U:t^'>X^l/>XxTU;i/ 
#U:t4^vx5-l.>^,j^:^,^:7°nHl->^'Un-;V (y')iu-^y^). 

«^ ■tI5^;^M:^^u^A, ^ry^jji^mm-^hv^i^^ :tu^)mmi-hu^i^ 
mmtLTit. m^it. mmm^^^^ v>xb-;K '^]^^m. mm. 
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^>7^>, T^^xh^x -^jvyy^ Tjv^ym. t:T;i/p>^> -<^^>m. 

i:;6t^^f^ti, ±jva-xmtvt^ ;*^;i/-fe;Vo-7., x^;Hz:;i'P-X. t 

^^^tt^m^vi^. mpi.\-£. o. 0 0 i~5%. iff^L'<tt. o. oi~i% 

A, tfDM5i5E^:^-hU'>A, r >^ ^ tf >'^^^<^''^*^^^'^^-' ' ^'^'^ 
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^m:^mthxit. m^i^^f^^^^^^^^^^^*'^^'^^^'^'^^^ ^^^^ 
20 m^m\^^^ct7f}m^h\^>o :::n^m^m.^m^^^^ 7Kr3:a(Dmm\zmMvx 

yh. T^x^) \zMLxmm^aiiuxn^-r^z.ti)^x^^. mmmm^mm 
mA.it. /jNAi^. jE^Axa:>'»^mm^^'^-^nmm(omm\:. Gux^m^x 
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m^jL^x (AIDS) (D^vf3:m'\^mm\z^^^y/^^m^^^zsmmn 

rob. ^^nmmm(Dmm. mmmm^ Mm^(D\^±^ mmm\z^n^&m(Dm 

^rcmmz^\.^xh&rf<D^^^^^*^^^^'^^^' ^^^^^^ mm(Dj^-&(Dm 
hmmz^n^mmmm<DfBm^ m-^(D^&^Mmmz}iy-j\z^n^M^ 

xbtc^ y±j]^m<Dmm-vm a ^ izn^r ^ ji t % t # § . 
mmm 

^tiz^r)^ ^^izmmizmm-r^o fc?^^^- :^mmit:ini^(Dm\z^vm^^ 

Dha : -T^h KP7^r:> (dehydr oalanine) 
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TFA: h^yjU^umM (trifluoroacetic acid) 

HBTU : 2-(lH-benzotriazole-l-yl)-1.1.3.3,-tetraniethyluronium 

Hexaf luorophosphate 
HOBt : I-hydroxybezotriazole 
TIPS : triisopropylsilane 
DIPEA : diisopropylethylamine 
Fmoc ; f luorenylmethoxycarbonyl 
Boc : t-butyloxycarbonyl 
tBu : t-butyl 
Trt : trityl 

DMAP : 4-diinethylaininopyridine 

EDC : l-ethtyl-3-(3-dimethylamiiiopropyl)carbodiiniide 
Pmc : 2.2,5,7,8-pentainethylcIiromaii-6-sulfoiiyl 

(A) ^y^^FSIfj^^^ 

HA'-i-^vX^^^tm : 4 3 3 A^^^ 

(B) ^mmnPLCzyXy^J^ 

: LC-lOA ->y(, 

)^7^A:YMC-PackPR0TElN-RP (4. 6 mma> X 150mm) *fc^* YMC-Pack ODS-AM 
(4. 6 inm^> X 250 mm) 

SiSiS : 1 ysL/^ 
i^m.-UV (210 nm) 
^^A* : 10—500/^1 
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(C) ^mmHF-LCi^T.'rJ^ 

H^: Waters 600 Mul tisolvent Delivery System 

^9 A : YMC-Pack ODS-A (20 mmOX 250 mm) ^TcU YMC-Pack PROTEIN-RP 
(20 mmOX 250 mm) 

Wtm : 10 laL/^ 

Mta : 210 nm:feci;t;^260 nm 

mxm : l~2 mL (2 ml iJ^±fi3j?>:/l-cfc O^SA) 

(D) uwm 

(m m 'StaiBta^LH-30^ (s'cmo'c) 

(E) mm^mm 

'i^>m : ESI 

Mdi-f :t->^:— H : pos i t ive 
:^yi/—ffi£E : 4.5kV 
c^^tf^ij^^^ . 250*0 

: 0. 2«i^m • ^^5^ y — ^ 1 = 1 ^ 

xStjii : 0. 2 mL/:$[^ 
X^-^>|gH : m/z 300~15OO 

(F) T^ymmwj^^ ■ 

: A-^>x;i.T-*fc^ r :7°^-< FA-r:^~>X7-A 477A i^X 

(G) 7'5yM^:9-tff 

: Biimf^Hlf (:^) ^ L-8500 MT5ym^=^^th 
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20 

^^5^Kg»j-&^*i^fflViT, Fmoc-Arg(Piiic)-HMP-^ilg (T:/^-r FA'-I':^>' 
5 XJ-h,XV^nz^ m) 472 mg> 0.25 mmol) C> \L^^}^yy\Z.^^^ Fmoc 
iHBTU/HOBt lC^SFraoc-T5 7^ (fcfcLN^^U v-XZ)^ Boc-^U >-» » 
Ai^^DjiL.,Boc-GIy-Ser(tBu)-Ser(Trt)-Phe-Leu-Ser(tBu)-Pro-Glu(OtBu)- 
Hi s (Boc) -Gin (Tr t) -Arg (Pmc) -Val-Gln (Tr t) -Gin (Tr t) -Arg (Pmc) -Lys (Boc) -Glu (0 
tBu) -Ser (tBu) -Lys (Boc) -Lys (Boc) -Fro-Pro-Al a-Lys (Boc) -Leu-Gln (Tr t) -P r o-Ar 
10 g(PiDc)-HMP«fi|g^«^bfCc #6nfe^m^7'9^H«)l (1.7 g) ^l%TFA-5% 
TIPS-m^b^5^lx>« (15 mL) -eSO^F^Mbfe. H^llMSr^SmU, ^ 

fb^g^k> (30 mL) T^[fiI?5fc'^U;fem. 1%DIPEA (30 mL), 'D^^-^m^C^'^Vy 
(SOmL) #e,nfcJKSTrt-^y9^F1tJii^N-^5^;i/t:DU F> (10 

mL) DMAP (31mg. 0. 25 mmol) #«ET> ^T^^iJ'^m (144. 2 mg. 1.0 

15 mmol), EDC-HCl (192 mg, 1.0 mmol) ^JD;^ 16 ^Fp^S^S$-&;fco ^llg=&iS^b> 

#':f^:$'y'f;PYb$n7t^M^-:^^^'M^^^-o ClCDfcOl-, 88% TFA-5% 
Phenol-2% TIPS-5% H3O e> ^ ^ iJ^^^^^^ mL) ^iD^, ^m-^r2B#WJt 

20 ^^m, ^itb, a^y^^H eOOmg^^tfec 2^a5 200mg^7K lOmL Jd^jO^b, 
YMC-Pack ODS-A (20 mmO X 250 mm) \Z.W!^\.. 5%#^1', T-fe h:^ h U )!/ 0% 
J^^S 60%^!?© 60 ^rHm5^iJ7'^S^X>h (8it7l:10 mL/min) T^HJ^-arTto B 
OTr^-^r^-TO, m.^W^\^^ 60 mg (k h^kU ^M^:^ : f^^^* 

10.9%) <£f#fc, 

25 ESI-MS : 3371 (H^ffi 3370. 9) , 

U^yym^y^jm.^^\lc ser; 3.43 (4). Glx: 5.93 (6). Gly : 1.01 (1), 
Ala: 1.00 (1). Val: 0.98 (1), Leu; 2 (2). Phe; 1.00 (1). Lys; 4.02 (4). His; 
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1.00 (1), Arg; 2.98 (3), Pro; 3.93 (4) (i&W^ililffi). 
thi^^>J>|«J5.0/zinol (=17mg) ^Brittoii-RobinsonM«^(pH7.0) (0.04 

o.5mg/mL) (Oymm^mui^rc. z.n^m^^ v 7.7 y':^ Mz^^hxmm-Lfc. 

15 ^, 4 0 (± 1) 'CT4 SP^I^^^^^l 4 BFp^^bfCo ^#^<7)7K^?^^ HPLC 
T^WLtc^^:^, mim (a) (b) iwS^lxfeo 

^1^ (a) \Z^hrc^^\Z. 4 0"C/4BF.1^#mC0HPLC5^^-hfCtt2 4 

20 

25 mLrctc:5. y^ymm.^i^t. t ^ ymmn^^t%\zy'7.7y)Vi^(Dmmm. 
t~mi.r^, ^(D^tt^ib. ^^d-m^BU. ^xry)i^'^^^::.t^mmvrc. 



wo 03/097083 



PCT/JP03/06349 



22 

ESI-MS ±, 3227 CD«m^^U> ^0M«k b ^1/ U >0^^ / ^ 

0.05 M 7i^m^t^hv^A7izmm^mmmxx^^izvxn^nr^R)i&^^^ 

ESI-MS : 3289 fi. Dha#: (3227) ;W (62) IC— iSjU, TSV^ffl 

a'xr'>;i/#:afe^ViJiDha#:&, ffiiZiiCD Britton-Robinson (pH 7. 0) \Z 

"tn^nmmi^. Dha#<^lftS/&^'^tJ O.lSMmol/mL (=0.5 

mg/mL)CD7jc^^^PMbfeo Cine. 

40 (±1) "CT, 7^XT'>;i/#:f*l Dha SK^#U}rco 

©7KM^HPLClr^*lTL.fc^^^, ^11^ (c) :fe<fcrJ^ <d) (C^Ufco 
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l^U> (3-2 8) l:$,:^^Li)^^^^rc (ESI-MS:3101 (S^fit 3100.5), 7 

^mmmm. y^ymmm^^t%\z^:^7zy}v\ih^uv> (3-28) 

.5 t~m. 

-hT^i, ^i^.(b) (D^m^^^^^^^^^^ (36^#ia) iz^mmom 

^J:DCr5/M@3^J^*ff^fft.fct-5, C<D^mm^^ (N--C0-C(=CH,)-0H) h 

10 h^i.u>(4-2 8) (SIT. ma^2:k^mm) ^^.sttiM^nfc (ESI-MS: 
3083 mmm 3083.5). T 5 7 T5yms3^J^*if 
«is«g)6^e,srafT-&Tc) ^rc. mim (d) 3 o-a 55^#ffij-/h 
^i^^^mm(D\f~^y^i^mm^^nrz:fi'^ mi0 (b) ic^^necT^tf-^^o^^ 

15 ^tltc, 

eJ.±^r). hh^i/U>^^'l47XMf'J§»l-^^^l^®^^^*' ^'^^ ^^^^ 

^bdtg^O, ^XTWUth^l^U> (3-2 8) d^^^«o Dha^>?)^ 
6 «»fmb(r J; o T Dha ^ 2 ^^^##J^H:^ci:^i9'»«^)0^^figt-S ^1 tm^tc. 

25 ^>U>®CD-aT*^t h^l^U>*ffi^^-^^ ^^CDpH^O^^^-tiCSil^-r 
t h^^^U>^JJ^TcD7K^^{^^ t:h^l/U>l^m*5 O.lSAimol/mL (=0.5 
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0.1 ummT^mm (ph i.d 

mUaine^^mm (pH 2.0. 3.0. 4.0. 5.0. 6.0. 7.0. 8.0) (0.1 M^X>m 

:^mm.t 0. 2 M u >myi^m=-i- h u ^ATi^imm^mmfsim^rM^i^Tvii 

5 Sai^b;^) 

;iCD7Kj§IS=&2 5 (±2) •C-eS^Pa. 24^F^. 48^K. 7 2^F^##b 

10 ^o^m^^2^{c:^bfe. 
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pH 








mmm 












1.1 

1.2 


98.89 
94.40 


0.27 
4.88 


0.21 
0. 15 


PH 1 


2mmWi 


1.2 
1.2 
1.2 


86.00 
74.62 
65.04 


13.31 
24.63 
34.17 


0.09 
0.04 
0.00 


PH 2 


24B#K^ 

72mm'i^ 


2.0 
2.0 
2.0 
2.0 
2.0 


99.07 
98.82 
98.24 
97.35 
96.46 


0.10 
0.34 
0.89 
1.76 
2.59 


0.20 
0.20 
0.23 
0.24 
0.25 


Pfl 3 


2mmw: 


3.0 
3.1 
3.1 
3.1 
3. 1 


99.07 
98. 98 
98.77 
98.40 
98.03 


0.10 
0.20 

0.38 
0.67 
0.98 


0.20 
0.20 
0.23 
0.24 
0.25 


pH 4 


2mmm 

72B#^1M 


4.0 
4.0 
4.0 
4.0 
4.0 


99.07 
99. 07 
98.92 
98.69 
98.44 


0.09 
0.12 
0.21 
0.37 
0.51 


0.20 
0.20 
0.21 
0.22 
0.23 


pH 5 


2mmw: 

48B#FBlf^ 

72m^m 


5.0 
5.0 
5.0 
5-0 
5.0 


99.06 
99.04 
98.91 
98.59 
98. 37 


0.10 
0.14 
0.24 
0.45 
0.61 


0. 21 
0.21 
0. 21 
0.23 
0.24 


pH 6 


mmm 
2mmm 

72mmm 


6.0 
6.0 
6.0 
6.0 
6.0 


99.07 
98. 87 
98. 28 
97. 64 
96.92 


0.10 
0.28 
0.70 
1.33 
1.97 


0.20 
0.21 
0.26 
0.31 
0.35 


pH 7 


mmm 
2mmm 

i2mmm 


7. 0 
7.0 
7.0 
7.0 
7.0 


98. 97 
98. 15 
96. 18 
93.44 
90. 75 


0.16 
0.92 

2.70 
5.22 
7.67 


0.22 
0. 25 
0.43 
0.61 
0.79 


pH 8 


mmm 
2mmm 
4zmmm 
72mmm 


8. 0 
7. 9 
7. 9 
7.9 
7.9 


98. 61 
94. 73 
87. 32 
76.95 
68.30 


0.47 
3.92 
10.57 
19.54 
27.26 


0. 24 
0.68 
1.39 
2. 39 
3.12 



wo 03/097083 



PCT/JP03/06349 



26 

5 

M^{C^t.Tp H7. 0 (DT^mm-C^ 4 8 BtF^mtCcfe p H2. 0 cfcrJ^p H6. 0 © 
Dha #:©^^^|()]M-r-2>?fc«^^^^*^ p H 2 ~ 7 (DlSH(D7jcM> WiZ. p 

^y)»^v<it. ph^3~6 c9$ss(cmi^i-§ ;i i^&^w^T?*^ - hwmr 



20 ^jlM3 : ^ pHm^^T^mmm ^^^^'^^^^^^ 

i^l/U>ia©-fflT^-g.k j.^'I/U>^> #pHCD Brit ton-Robinson MW^ 
(PH2.1, 3.K 4.0. 5.0. 6.0, 7.0, 7.9) (0. 04 M U >m • 1^^ ' *^^7jc^ 

mmv. }^h^uv>mmmo. isMmoi/mi (=o.5mg/inL) ©7ic^i^^i^murco 
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^ofco UneOpH 3.K 4.0, 5.0, 6.0 <D7^mm\Z-0\^'CU. 40^/1^ 

U>^©-aTS5hhi^I/U :g.pH(Z)0.05 M^X>mM®?S (PH3.6, 

25 4.0, 4.5, 5.0) fc^^L, t h U 0. 15 Atmol/mL (=0.5mg/inL) O 

40 (±l)t:T^#Ufeo 2i®P«?^^^'*^>^'-'^^^'^®^^*'J^=^^^'' 
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PH 




mmmm 
mm 


40*0/2 mm 


3.5 




100 


89 


pH mMM 


3.6 


3.5 


4.0 




100 


88 




4.0 


4.0 


4.5 




100 


86 


pH mmm 


4.5 


4.4 ■ 


5.0 




100 


85 




5.0 


4.9 



bfc^-gr. pH3.5~5.0(3D^:^K^^?^(D^#^«85~89%T^a. S^ffl (85%) 
T/^t?-^ pH3. 5~5. 0 ©iBffl-e^^J^fe®'^^'^!'^" 

H® 0.05 M ^^jiy>m.mmmm (ph 2.5, 3.1, 3.6> 4.2, 4.6, 4.8), ^r^\t 

0.05MM^®^ (PE3.K 3.5, 4.0, 4.5, 5.0) izmMV. lih^U^J>mm 
7!)^m Q.nfimol/mL (=0.5 mg/mL) (^zK^I^^P^bfc. Iin ^ ^^tl-^n^^^fe 
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Tit. t:hi^^U>©M^^*87~97%T?a&0, STO (85%) JJ^±T^ofco 
&.±(Dmmm2 (McIlvaine»l^^-e©^^tt)^«^J3 (Britton-Robinson 

tD^T^mr^t. ymm\zmMvr^^uv>m^^^it-^^^^^^^p^'^^^'^ 
^ tdtM^T* 0 , ^niimmm(Dmm\zjz'ox:k^<^tmm-^nf3:i^-^ ^ t 

O.OSnmol/mL (=0. 1 ^ig/mL). 0. 3 nmol/mL (=\.Q(ie/mL). 3. 0 nmol/mL (= 
lO.OAtgM), O.S^^mol/mL (=1.0mg/mL) 3 wmol/mL (=10 mg/niL) 05 

2 5t: (±2t:) 'T:2 4mmi^^^r^'^^ hplc 1 b^i/U >M (^i? 
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^4^ 







mmmm 
mi 




0. OSnmol/niL 




100 


62 


pH 


3.4 


3.5 


0.3nmol/HiL 




100 


98 


pH 


3.5 


3.5 


Snmol/mL 




100 


98 


pH 


3.5 


3.6 


0.3 Mmol/mL 




100 


101 


r pH 


3.4 


3.3 


3 ;tiinol/inL 




100 


101 


pH 


3.4 


3.3 



^V^)y^^(D%\^A'^<DimWL (0.3 imol/mL, 3 nmol/mL, 0. S/imol/mL 

-;&,>^U>'g-«*^«*>'fSV:»7K^?S (0.03 nmol/mL) Tf*, 2 5'C/2 4Bt 
ra«#^cDS??^«" 6 2 % <t V ^ % 2& ^ ^-^^^ P H ® ^Wlf*?^ < > ^ ^ - ^ 

TT^SifiJ^^n/ho L.fc;0^'-=>X, ^'WU>-^»cD«^>i£^^7K« (0.03 
mnol/iL) t':3ViTfeS^'ra&o;fe^^J®fL'>'^» 

J; D , p H ^mm i^tzLmmm^ \z3o\^^x. \ih^u^) y\t. m o. 03 nmoi/mL 

~ltJ 3 mo IM ©M^ta H ^ ^ d t M 15 fee 
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^h^UV>^mm7i^\Z. \ih^UV>mmm O.OSAimol/mL (=0.1 mg/mD 

AcDTK^^^in^x: -en^'npHi. 8 (itmas 17 mM), phs. 9 mmmm 0. 20 

5 mM), PH7.8 (7Rmt;:J-hU'^AIiS0.24 mM) ©7jc^^Sri^^L:rco 

':in^(D7m?^=&2 5 (±2) 'CtflBFfl. 3Sra^#Ufe. «#W^<7)*^ 



10 

M5« 







r*^i^-'5'M^{:iM-rstf-i7®l*it (%) 








pH 1.8 




99. 16 
97. 68 
95.01 


0. 12 

1.46 
4.08 


0.20 
0.31 
0.34 


pH 3.9 


IB^ 
3B^ 


99.21 
99.19 
99. 14 


0.07 
0.09 
0.14 


0. 20 
0.20 
0.19 


pH 4.7 


IB^ 
3B^ 


99. 20 
99. 12 
98.94 


0. 06 

0.15 
0.28 


0.20 
0.21 
0.21 


pH 7.8 


IB^ 
3B^ 


98.85 
94.78 
87. 84 


0.33 
3.65 
9.84 


0.24 
0.86 
1.65 



15 Tmit^tLT-T—^vr^.. 

i^J^^ClB^T, y'T.Ti^Jl.^T^)^ 1%&.±^^V. f}^-0. \zh^U^)>0m^t^ 
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98%§TlfiIoTVifco ^rc. 3 0^(::^ViTpH 7. 8 07K}^^T?xt h'nr^::^ 

10 

: #pHM^;^^a7k^?g4^'t'<D^lxU>^ (D^^# (-^02) 
i^l-U>iS®-@T^St I-^I/U> (1-7) T^H^fflV^T, ?^l&<7)pH 
^J^^ffi{cS:«-r-^^(coViTMl^feo hh^l/U> (1-7) T5H«S^ 

^WWO 0 1 / 0 7 4 7 5 -^^?g)o 
}:ih^UV> (1-7) T5F^. ^ft^/^'^^U 0.12/zmol/mL (=0.1 mg/mL) i 

4m^L. l^it^(D^^iiV. mV(D3-o<D7Kmm^. :^^a5^V>«7Km<b:^ 

20 hv^AOTiimm^rnxx. -en^'npHi.s (:^mii^i7iiiM). pH4.i mm 

^i^O.OSmM). PH7.9 (TK^'fb:^ h U ^ A^^S 0. 20 mM) <Z)7K^?g?£PSabfco 

Tv';i/t: hr^kUXl - 7) H> [S-KT^t KnT^->] fch^^l^UXl 
25 - 7 ) 7 5 H © tf- ^ M«J:E: ^^n^^tl^tB l-^Co 
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^6^ 

























(1-7) 7SK 


r H>(1-7)7>K ^> 






98.39 


0.98 


0.02 


PH 1.8 




95.40 


3.75 


0.07 




3B^ 


90.11 


8.89 


0.10 






98.76 


0.72 


0.00 


PH 4 . 1 




98.68 


0.73 


0.03 




3B^ 


98.60 


0.77 


0.01 






98.69 


0.70 


0.00 


pH 5.0 


IB^ 


98.57 


0.73 


0.02 




3B^ 


98. 51 


0.79 


0.06 






98. 22 


1.12 


0.03 


pH 7.9 


IBM 


95.89 


3.21 


0.23 




3Bf^ 


92.54 


6.21 


0.54 



thifl/U> (1-7) H<^tf-i?xUTit:OU %£AJii:/^ofc^^ 

pH 4.1:feJ;aC5.0<5O7jC^?^fC^^bfc:®^tt, ^^M^^SP^tJ^nTV^i^Co 
£-^_hJ;0. i^l/U>»®-®-r^^t b^l/U> (1-7) HCDzK^^^tC:^ 
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nmoI/mL (=1.0/ig/mL) tfS:^^^^^^ h%'^>=:-h-M 0.05 M i7U-»m^ 



^7^ 

















5 m^b 


1 omW' 


5[fil^b 


1 0|Hl# 






100 


0 


0 


51 


19 


Tween 80 


0.01« 


100 


17 


0 


90 


90 


0. 1% 


100 


20 


5 


93 


91 




0.01% 


100 


81 


64 


97 


96 


0.1% 


100 


99 


99 


99 


101 



fta) :mT-i:7y/f^;;^;y.^ (10 mL) 



^b) : CORNING (15 mL) 
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<i;LTM$n§^l/U>^©«$Bffll^"^^^> ^3 nmol/mL (=10 xig/mL) 
*5j;i;*«j30 nmol/mL (=100 ixg/jsH) © 2 ®Pgt3-QVi-Cp-<}to 

^HPLc {CcfcDSJi^Lfc^, #^^^?^^^n-=en, >}?uyntfi/>M©K^^(r 
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mm 








10 /zg/mL 


100 


32 


100 /ig/mL 


100 


89 


jU7mm 


10 wg/mL 


100 


98 


100 Atg/mL 


100 


99 



^a) .-CORNING^fcM (15 mD 



^mmi^m^T^ mmm^m (^-o-iz -zxDmm tvT, m mmmmcDmn ^mm 

O.lxmt-O-^JUn-ryj^. 5%-^>- h-}V. 0. 05 M t^U i-^m^MM (pH 
3.5) iZhh^UV >^mmi^~C^ ^ h^UV>MM^^B 0.3 lunol/mL (=1.0;i 
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HPLctj;f9»j^b, ^fcpH^m^vrco ^<D^^. >mm\t I. 0 p. 

Ig/Jl^^ 0.l5;xmoI/mL (=0.5 mg/mL) d^TK^^Ii^^P 

y^u>^©-^T^-5, hi^i/u>s: 0.05 M ^^ji^>mm.^mm (ph 

3.5) \zmmi^X. ^yh^UOXDrnM-^^^O-l^fJ-rnolML (=0. 5 mg/mL) 
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PH3. 5Ta&^;feo 

i^^U^MCD-^T^'S, 13^±V> ir'iL^)V)l \^hifUV>^ 0.05 M 
i^U-»^^M?^ (pH 3.5) [3fi-irU> (T-fe^^;!/)] th^^V 

UXDMSj&^^I^J O.lBMinol/mL (=0.5 mg/mL) t;fe^7K^^i LxTOE^ffi^<^ 
^i^^Lfc. c:©7Kj^M©pH^tlI^bfc^:;i^> PH3. STfe'ofc. 

10 

MMM±: [3-feiz:U> (-y^nil/yabf:^::^;!^)] fci f^l^U >^ ^U ->>^^ 

u>^o.o5 nifvzy>mmmmm (ph 3.5) jc^^ut, [s^i-tu^ c^oi:;! 

15 b h^I/U >C5|iS5&^^0.15Mmol/inL (=0.5mg/mL) 

H3. 5-r^c.7S:« 

20 mfig^CDI^M 

^l/U>^CD^ii:^Tag.^, tih^^I/U> (1-5) H^O.OSMi^Uv-V 
^^Mm(pH3.5) f-^^UX, tlh^^U> (1-5) H<Dti^555j|*l0.15 
^molM (=0. 1 mg/mL) <i::^j;^7m^i 
?gf©pH^aj^L75:iJi;5. pH3. 5-ei&-^^o 

25 

^±IB«CDj;5(C, *^B^{c:J:f9> ^T'l/UVi^^^^t- StifefU'ffc^e^Jfcf:^ 
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4. mm. mm. mm. ^^m. mm. mmm. if)vu>m. 7mib^hU'^A, 

m^. mm. mm. 7mi\^'^^'^'y^^'^^^'^^^^^^*^^'^^^^~''^^ 
6. 7mm^(Dt>nmmm^rMmmM(Dmm.ifio. o i~i o o omM-r^^ 

8. mmmii^. ^u'^>m.mmmm. mmmmm. ^j^ymmmm. ^mmmrn. 

^. 7i^mm^<DifV^)ym(D^^-^^^ O. O 3 nmo l/mL~6;^mo l/m 

1 0. ^u^ymT^mmm.-^^^^^^^^^^^^^^^^^^^^^*^"^^^ 
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13. ^mnmmommn^o. oo i~5%-r^sw^©igffliii2^iciB^© 

18. pH;&?3~6-C=^-5|»^©«6B^1 7^lClB«©;^fec 

2 0. TK-i^^, fi^m> ^';l/zi>i?, Tlcm'fb:^ h U '^7 

2 1. i^'j>'>, i?x>m> y^Ji^m^ U>m. 3A/7m. 

2 2. zfc^^cf'CDpHBiii5^J^7Sif^5^«^J<=5ii^5^''*0- 0 1-1 0 0 
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2 4. m^mn)^. ^v-»mmmmm. mmmmm. ^ji>mmmm. %mmm 

2 5. 7i^m^^(D^UVym<Dmm-^^. 0. OSnmo l/mL~6/Amo 1/ 

10 WzBmo-:^mo 

2 7. _^uv>m7!}'i}:ihi^uv>-v^^m:s^(ommmi 7^}^«&v:»b^2 e^^^er 
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V 

(a) 

40m 


1 




(b) 

140^ 


if 




(c) 
14B# 


1 i 


• - (d) 
Dha#: 

30:^ 1 

1 1 1 L 1 • 

■10 25 40 55 70 

mm (^) • . 
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SEQUENCE LISTING 
<110> DAIICHI SUNTORY PHARMA CO.. LTD. 

<120> Pharmaceutical Composltfon Containing Glirelin As Active Ingredient 

<130> DSP-78 

<150> JP 2002-146155 
<1SI> 2002-05-21 

<160> 21 

<170> Patentin version 3.1 

<210> 1 

<211> 28 

<212> PRT 

<213> Homo sapiens 

<220> 

<2Z1> PEPTIDE 
<222> (1)..(28) 

<223> Amino acid sequence for iiunian endogenous peptides of growtii liormo 
ne secretagogue. 

<400> 1 

Gly Ser Ser Plie Leu Ser Pro Glu His Gin Arg Val Gin Gin Arg Lys 
15 10 15 

Glu Ser Lys Lys Pro Pro Ala Lys Leu Gin Pro Arg 
20 25 



<213> Homo sapiens 
<220> 

<221> PEPTIDE 
<222> {1)..(27) 

<223> Amino acid sequence for tiuman endogenous peptides (27 amino acids 
; of growth hormone secretagogue 

<400> 2 

Gly Ser Ser Phe Leu Ser Pro Glu His Gin Arg Val Gin Arg Lys Glu 
I 5 10 '5 

Ser Lys Lys Pro Pro Ala Lys Leu Gin Pro Arg 
20 25 

<210> 3 
<211> 28 
<212> PRT 

<213> Rattus norveglcus 
<220> 

<221> PEPTIDE 
<222> (1)..(28) 

<223> Amino acid sequence for rat endogenous peptides of growth hormone 
secretagogue 

<400> 3 

Gly Ser Ser Phe Leu Ser Pro Glu His Gin Lys Ala Gin Gin Arg Lys 
' 5 in 15 
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Clu Ser Lys Lys Pro Pro Ala Lys Leu Gin Pro Arg 



<211> 27 

<212> PRT 

<213> Rattus norvegicus 
<220> 

<221> PEPTIDE 

<222> (1)..(27) 

<223> Anllno acid sequence for rat endogenous peptides of growth hormon 
e secretagogue 

<400> 4 

Gly Ser Ser Phe Leu Ser Pro Glu His Gin Lys Ala Gin Arg Lys Glu 
1 5 10 15 

Ser Lys Lys Pro Pro Ala Lys Leu Gin Pro Arg 
20 25 

<210> 5 

<211> 28 

<212> PRT 

<213> Mus musculus 

<220> 

<221> PEPTIDE 
<222> (1)..G8) 

<223> Amino acid sequence for mouse endogenous peptides of growth horoo 
ne secretagogue 

<400> 5 

Gly Ser Ser Phe Leu Ser Pro Glu His Gin Lys Ala Gin Gin Arg Lys 
15 10 15 

Glu Ser Lys Lys Pro Pro Ala Lys Leu Gin Pro Are 



<213> Sus scrofa 
<220> 

<221> PEPTIDE 
<222> (1)..(28) 

<223> Amino acid sequence for porcine endogenous peptides of growth hor 
mone secretagogue 

<4G0> 6 

Gly Ser Ser Phe Leu Ser Pro Glu His Gin Lys Val Gin Gin Arg Lys 
15 10 15 

Glu Ser Lys Lys Pro Ala Ala Lys Leu Lys Pro Arg 



<210> 7 

<211> 27 

<212> PRT 

<213> Bos taurus 
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<220> 

<223> Anino acid sequence for Iwvine endogenous peptides (27 amino acid 
sj of growth hormone secretagogue 

<400> 7 

GJy Ser Ser Phe Leu Ser Pro Glu His Gin Lys Leu Gin Arg Lys Glu 
1 5 10 '5 

Ala Lys Lys Pro Ser Gly Arg Leu Lys Pro Arg 



<213> Ovis arias 
<220> 

<221> PEPTIDE 
<Z22> (I).. (27) 

<223> Amino acid sequence for ovine endogenous peptides (27 amino acids 
; of growth hormone secretagogue 

<400> 8 



Gly Ser Ser Phe Leu Ser Pro Glu His Gin Lys Leu Gin Arg Lys Glu 
' 5 10 

Pro Lys Lys Pro Ser Gly Arg Leu Lys Pro Arg 



<210> 9 

<2I1> 28 

<212> PRT 

<213> Canis famiiiaris 
<220> 

<221> PEPTIDE 

<222> (1) ■ 



^ZZ2> (1)..(28) 

<223> Amino acid sequence for dog endogenous peptides of growth hormone 
secretagogue 

<400> 9 

Giy Ser Ser Phe Leu Ser Pro Glu His Gin Lys Leu Gin Gin Arg Lys 
' 5 10 15 

Glu Ser Lys Lys Pro Pro Ala Lys Leu Gin Pro Arg 
20 25 

<210> 10 
<2M> 21 
<212> PRT 

<2I3> Anguilla japonica 
<220> 

<22l> PEPTIDE 
<Z22> (l)..(2i) 

Amino acid sequence for eel endogenous peptides of growth hormone 
secretagogue. This peptide is amidated at C-terminus. 

<400> 10 

Gly Ser Ser Phe Leu Ser Pro Ser Gin Arg Pro Gin Gly LV* A^p Lys 
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Lys Pro Pro Arg Val 
20 

<2I0> 11 
<211> 23 
<212> PRT 

<213> Oncorhynchus mykiss 
<220> 

<221> PEPTIDE 
<222> {1),.(23) 

<223> Amino acid sequence for rainbow trout endogenous peptides (23 ami 
no acids) of growth hormone secretagogue. This peptide is amidate 
d at C-terainus. .. ' . 

<400> 11 

Giy Ser Ser Phe Leu Ser Pro Ser Gin Lys Pro Gin Val Arg Gin Giy 
1 5 10 

Lys Giy Lys Pro Pro Arg Val 
20 

<210> 12 
<211> 20 
<212> PRT 

<213> Oncorhynchus mykiss 
<220> 

<221> PEPTIDE 
<222> (1)..(20) 

<223> Amino acid sequence for rainbow trout endogenous peptides (20 ami 
no acids) of growth hormone secretagogue. This peptide is aoidat 



ed at C-terminus, 



<400> 12 



Giy Ser Ser Phe Leu Ser Pro Ser Gin Lys Pro Gin Giy Lys Giy Lys 
Is in 15 



Pro Pro Arg Val 
20 



<211> 24 
<212> PRT 

<213> Callus domesticus 



<220> 

<22I> PEPTIDE 



<222> (1)..(24) 

<223> Amino acid sequence for chicken endogenous peptides of growth hor 
mone secretagogue 



<400> 13 

Giy Ser Ser Phe Leu Ser Pro Thr Tyr Lys Asn He Gin Gin Gin Lys 
1 5 10 15 

Gly Thr Arg Lys Pro Thr Ala Arg 
20 



<210> 14 
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<211> 24 

<2!2> PRT 

<213> Gal I us domes ticus 
<Z20> 

<221> PEPTIDE 

<222> (1)..(24) 

<223> Amino acid sequence for cliicken endogenous peptides of growth hor 
none secretagogue 

<400> 14 

Gly Ser Ser Phe Leu Ser Pro Thr Tyr Lys Asn lie Gin Gin Gin Lys 
1 5 10 15 

Asp Thr Arg Lys Pro Thr Ala Arg 
20 

<210> 15 
<Z11> 26 
<Z12> PRT 

<Z13> Gall us doDiesticus 
<Z20> 

<221> PEPTIDE 
<222> (1)..(26) 

<223> Amino acid sequence for chicken endogenous peptides of growth hor 
mane secretagogue 

<400> 15 

9r Phe Leu Ser Pro Thr Tii, 

id' 

Asp Thr Arg Lys Pro Thr Ala Arg Leu His 



Gly Ser Ser Phe Leu Ser Pro Thr Tyr Lys Asn Me Gin Gin Gin Lys 
1 5 . ID 15 



<210> 16 

<211> 27 

<Z1Z> PRT 

<Z13> Rana catesbeiana 
<2Z0> 

<221> PEPTIDE 

<222> (I).. (27) 

<223> Amino acid sequence for frog endogenous peptides of growth hormon 
e secretagogue 

<400> 16 

Gly Leu Thr Phe Leu Ser Pro Ala Asp Met Gin Lys He Ala Glu Arg 
1 5 10 15 

Gin Ser Gin Asn Lys Leu Arg His Gly Asn Met 



<210> 17 

<211> 28 

<212> PRT 

. <213> Rana catesbeiana 



<Z20> 

<Z21> PEPTIDE 



xct 1/ rcriiuc 

<Z22> (1)..(28) 

<Z23> Amino acid sequence for frog endogenous peptides of growth horn 
e secretagogue 



wo 03/097083 PCT/JP03/06349 
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<400> 17 

Gly Leu Thr Phe Leu Ser Pro Ala Asp Net Gin Lys lie Ala Glu Arg 
' 5 10 15 

Gin Ser Gin Asn Lys Leu Arg Hfs Gly Asn Met Asn 
.20 25 

<2I0> 18 
<211> 20 
<21» PRT 

<213> Tilapia nflotica 
<220> 

<221> . PEPTIDE 
<222> (O..(20) 

<223> Aiino acid sequence for tilapia endogenous peptides of growth hor 
raone secretagogue. Anidation 

<400> 18 

Gly Ser Ser Phe Leu Ser Pro Ser Gin Lys Pro Gin Asn Lys Val Lys 
I 5 10 15 

Ser Ser Arg lie 
20 

<2ro> 19 
<211> 22 
<21Z> PRT 

<2]3> Sllurus asotus 
<220> 

^221> PEPTIDE 
(I).. (22) 



<XZ2> u;..(22) 

<223> Amino acid sequence for catfish endogenous peptides of growth hor 
none secretagogue. This peptide is amidated at C-terninus. 

<400> 19 

Gly Ser Ser Phe Leu Ser Pro Thr Gin Lys Pro Gin Asn Arg Gly Asp 
15 10 '5 

Arg Lys Pro Pro Arg Val 
20 

<210> 20 
<211> 23 
<212> PRT 

<213> Silurus asotus 

. <220> 
<221> PEPTIDE 
<222> (1)..(23) 

<223> Anino acid sequence for catfish endogenous peptides of growth hor 
none secretagogue 

<400> 20 

Gly Ser Ser Phe Leu Ser Pro Thr Gin Lys Pro Gin Asn Arg Gly Asp 
15 10 15 



Arg Lys Pro Pro Arg Val Gly 



wo 03/097083 
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in 




21 
28 
PRT 



<213> Equus cabal I us 
<220> 

<221> PEPTIDE 
<222> (I).. (28) 

<223> Amino acid sequence for equine endogenous peptides of gre 

one secretagogue. 

<400> 21 

Cly Ser Ser Phe Leu Ser Pro Glu His His Lys Val Gin His Arg Lys 
15 JO 15 

Glu Ser Lys Lys Pro Pro Ala Lys Leu Lys Pro Arg 



20 



25 
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